FIG. 1 



ccggaattcccgggtcgacccacgcgtccggccccccattcaagaagccgct cage tat cccggccagcacagggcgc 
ccggcgcgcctcggagcgcaagttcctcgccttctcctgcccgctcgctgggcattatgcggccaagcagccgagccccagtcctc 
5 ctcctcctcctgctcctccggctcctcctgcggcccgagcggctcagctctcggcaggcggcggcgttgctcagccgagcgcagac 
gggaccctcgcagcgagacctcagcgactcctaaagtcaaaagttggcggcgggcgccgggctccgcgcgctctccacggccgctg 
cctcgcgtcgccgccgcagccaaggagggcaggagggaggggggtgggggcagcggagggaggggtgggaagcaccatgcagtttg 
tatcctgggccacactgctaacgctcctggtgcgggacctggccgagatggggagcccagacgccgcggcggccgtgcgcaaggac 
aggctgcacccgaggcaagtgaaattattagagaccctgagcgaatacgaaatcgtgtctcccatccgagtgaacgctctcggaga 

1 0 accctttcccacgaacgtccacttcaaaagaacgcgacggagcattaactctgccactgacccctggcctgccttcgcctcctcct 
cttcctcctctacctcctcccaggcgcattaccgcctctctgccttcggccagcagtttctatttaatctcaccgccaatgccgga 
tttatcgctccactgttcactgtcaccctcctcgggacgcccggggtgaatcagaccaagttttattccgaagaggaagcggaact 
caagcactgtttctacaaaggctatgtcaataccaactccgagcacacggccgtcatcagcctctgctcaggaatgctgggcacat 
tccggtctcatgatggggattattttattgaaccactacagtctatggatgaacaagaagatgaagaggaacaaaacaaaccccac 

1 5 atcatttataggcgcagcgccccccagagagagccctcaacaggaaggcatgcatgtgacacctcagaacacaaaaataggcacag 
taaagacaagaagaaaaccagagcaagaaaatggggagaaaggattaacctggctggtgacgtagcagcattaaacagcggcttag 
caacagaggcattttctgcttatggtaataagacggacaacacaagagaaaagaggacccacagaaggacaaaacgttttttatcc 
tatccacggtttgtagaagtcttggtggtggcagacaacagaatggtttcataccatggagaaaaccttcaacactatattttaac 
tttaatgtcaattgtagcctctatctataaagacccaagtattggaaatttaattaatattgttattgtgaacttaattgtgattc 

20 

ataatgaacaggatgggccttccatatcttttaatgctcagacaacattaaaaaacttttgccagtggcagcattcgaagaacagt 
ccaggtggaatccatcatgatactgctgttctcttaacaagacaggatatctgcagagctcacgacaaatgtgataccttaggcct 
ggctgaactgggaaccatttgtgatccctatagaagctgttctattagtgaagatagtggattgagtacagcttttacgatcgccc 
atgagctgggccatgtgtttaacatgcctcatgatgacaacaacaaatgtaaagaagaaggagttaagagtccccagcatgtcatg 
gctccaacactgaacttctacaccaacccctggatgtggtcaaagtgtagtcgaaaatatatcactgagtttttagacactggtta 

25 tggcgagtgtttgcttaacgaacctgaatccagaccctaccctttgcctgtccaactgccaggcatcctttacaacgtgaataaac 
aatgtgaattgatttttggaccaggttctcaggtgtgcccatatatgatgcagtgcagacggctctggtgcaataacgtcaatgga 
gtacacaaaggctgccggactcagcacacaccctgggccgatgggacggagtgcgagcctggaaagcactgcaagtatggattttg 
tgttcccaaagaaatggatgtccccgtgacagatggatcctggggaagttggagtccctttggaacctgctccagaacatgtggag 
ggggcatcaaaacagccattcgagagtgcaacagaccagaaccaaaaaatggtggaaaatactgtgtaggacgtagaatgaaattt 

30 aagtcctgcaacacggagccatgtctcaagcagaagcgagacttccgagatgaacagtgtgctcactttgacgggaagcattttaa 
catcaacggtctgcttcccaatgtgcgctgggtccctaaatacagtggaattctgatgaaggaccggtgcaagttgttctgcagag 
tggcagggaacacagcctactatcagcttcgagacagagtgatagatggaactccttgtggccaggacacaaatgatatctgtgtc 
cagggcctttgccggcaagctggatgcgatcatgttttaaactcaaaagcccggagagataaatgtggggtttgtggtggcgataa 
ttcttcatgcaaaacagtggcaggaacatttaatacagtacattatggttacaatactgtggtccgaattccagctggtgctacca 

35 atattgatgtgcggcagcacagtttctcaggggaaacagacgatgacaactacttagctttatcaagcagtaaaggtgaattcttg 
ctaaatggaaactttgttgtcacaatggccaaaagggaaattcgcattgggaatgctgtggtagagtacagtgggtccgagactgc 
cgtagaaagaattaactcaacagatcgcattgagcaagaacttttgcttcaggttttgtcggtgggaaagttgtacaaccccgatg 
tacgctattctttcaatattccaattgaagataaacctcagcagttttactggaacagtcatgggccatggcaagcatgcagtaaa 
ccctgccaaggggaacggaaacgaaaacttgtttgcaccagggaatctgatcagcttactgtttctgatcaaagatgcgatcggct 

40 gccccagcctggacacat tact gaaccctgtggt acagactgtgacctgaggtggcatgttgccagcaggagtgaatg tag tgece 
agtgtggcttgggttaccgcacattggacatctactgtgccaaatatagcaggctggatgggaagactgagaaggttgatgatggt 
ttttgcagcagccatcccaaaccaagcaaccgtgaaaaatgctcaggggaatgtaacacgggtggctggcgctattctgcctggac 
tgaatgttcaaaaagctgtgacggtgggacccagaggagaagggctatttgtgtcaatacccgaaatgatgtactggatgacagca 
aatgcacacatcaagagaaagttaccattcagaggtgcagtgagttcccttgtccacagtggaaatctggagactggtcagagtgc 

45 ttggtcacctgtggaaaagggcataagcaccgccaggtctggtgtcagtttggtgaagatcgattaaatgatagaatgtgtgaccc 



tgagaccaagccaacatctatgcagacttgtcagcagccggaatgtgcatcctggcaggcgggtccctggggacagtgcagtgtca 
cttgtggacagggataccagctaagagcagtgaaatgcatcattgggacttatatgtcagtggtagatgacaatgactgtaatgca 
gcaactagaccaactgatacccaggactgtgaattaccatcatgtcatcctcccccagctgccccggaaacgaggagaagcacata 
cagtgcaccaagaacccagtggcgatttgggtcttggaccccatgctcagccacttgtgggaaaggtacccggatgagatacgtca 
5 gctgccgagatgagaatggctctgtggctgacgagagtgcctgtgctaccctgcctagaccagtggcaaaggaagaatgttctgtg 
acaccctgtgggcaatggaaggccttggactggagctcttgctctgtgacctgtgggcaaggtagggcaacccggcaagtgatgtg 
tgtcaactacagtgaccacgtgatcgatcggagtgagtgtgaccaggattatatcccagaaactgaccaggactgttccatgtcac 
catgccctcaaaggaccccagacagtggcttagctcagcaccccttccaaaatgaggactatcgtccccggagcgccagccccagc 
cgcacccatgtgctcggtggaaaccagtggagaactggcccctggggagcatgttccagtacctgtgctggcggatcccagcggcg 

1 0 tgttgttgtatgtcaggatgaaaatggatacaccgcaaacgactgtgtggagagaataaaacctgatgagcaaagagcctgtgaat 
ccggcccttgtcctcagtgggcttatggcaactggggagagtgcactaagctgtgtggtggaggcataagaacaagactggtggtc 
tgtcagcggtccaacggtgaacggtttccagatttgagctgtgaaattcttgataaacctcccgatcgtgagcagtgtaacacaca 
tgcttgtccacacgacgctgcatggagtactggcccttggagctcgtgttctgtctcttgtggtcgagggcataaacaacgaaatg 
tttactgcatggcaaaagatggaagccatttagaaagtgattactgtaagcacctggctaagccacatgggcacagaaagtgccga 

15 ggaggaagatgccccaaatggaaagctggcgcttggagtcagtgctctgtgtcctgtggccgaggcgtacagcagaggcatgtggg 
ctgtcagatcggaacacacaaaatagccagagagaccgagtgcaacccatacaccagaccggagtcggaacgcgactgccaaggcc 
cacggtgtcccctctacacttggagggcagaggaatggcaagaatgcaccaagacctgcggcgaaggctccaggtaccgcaaggtg 
gtgtgtgtggatgacaacaaaaacgaggtgcatggggcacgctgtgacgtgagcaagcggccggtggaccgtgaaagctgtagttt 
gcaaccctgcgagtatgtctggatcacaggagaatggtcagaggtaccgtcctgggaactgtaaccatcgtcagctcagccatggc 

20 ctgagagtggcagagggatgagtggagggatgagtgcaggaatgtgggagacttgaggctacccgcccgatttgccactgtgaact 
gtgtgttttctgacaagtcctcagctttcccaagctagaattccttgtatgcaaagcgggagagatgtaagagatggtctctaagt 
cccttcaggtctacattctgtgattcaccttgatgtcctattggcataaagaagaaattattacaggggctgcaaactcataggat 
gctgtgaggtgcctgaagacagttaagtataagaaaatattgtagtgccagggatacaacaaggagagatggcaactgtgacaaac 
tagcacatgctgtgtgaagggagcagaatctctttcactccagctgtggccatgcagaaatgtggtctagcgttaccagacctgat 

25 

ttttcaagagaggctaaaaatctggactagtatgtgagatttcctaacttgaaaatgggggctgaaatttttggttttaaaacatt 
gtaaggggcaaacaaacccctttcatgaaccagatgtgttgtgcctgtttaacaaacagcttcagaggaagaaaataattttctat 
aatatccgaagtatctcaagtac 



FIG. 2 



mqfvswatlltllvrdlaertigspdaaaavrkdrlhprqvklletlseyeivspirvnalgepfptnvhf krtrrsms 
5 atdpwpafasssssstssqahyrlsaf gqqf lfnltanagf iaplf tvtllgtpgvnqtkf yseeeaelkhcf ykgyvntnsehta 
vislcsgmlgtf rshdgdyf leplqsmdeqedeeeqnkphiiyrrsapqrepstgrhacdtsehknrhskdkkktrarkwgerinl 
agdvaalnsglateaf saygnktdntrekrthrrtkrf Isypr fvevlvvadnrmvsyhgenlqhyiltlmsivasiykdpsignl 
inivivnlivihneqdgpsisfnaqttlknf cqwqhsknspggihhdtavlltrqdicrahdkcdtlglaelgticdpyrscsise 
dsgls taf tiahelghvfnmphddnnkckeegvkspqhvmaptlnf ytnpwmwskcsr kyitef ldtgygecllnepesrpyplpv 

1 0 qlpgilynvnkqcelif gpgsqvcpymmqcrrlwcnnvngvhkgcrtqhtpwadgtecepgkhckygf cvpkemdvpvtdgswgsw 
spf gtcsrtcgggiktairecnrpepknggkycvgrrmkf kscntepclkqkrdf rdeqcahf dgkhfningllpnvrwvpkysgi 
lmkdrcklf crvagntayyqlrdrvidgtpcgqdtndicvqglcrqagcdhvlnskarrdkcgvcggdnsscktvagt fntvhygy 
ntvvripagatnidvrqhsf sgetdddnylalssskgef llngn fvvtmakreirignavveysgsetaverinstdrieqelllq 
vlsvgklynpdvrysfnipiedkpqqf ywnshgpwqacskpcqgerkrklvctresdqltvsdqrcdrlpqpghitepcgtdcdlr 

1 5 whvasrsecsaqcglgyrtldiycakysrldgktekvddgf csshpkpsnrekcsgecntggwrysawtecskscdggtqrrraic 
vntrndvlddskcthqekvtiqrcsefpcpqwksgdwseclvtcgkghkhrqvwcqfgedrlndrmcdpetkptsmqtcqqpecas 
wqagpwgqcsvtcgqgyqlravkciigtymswddndcnaatrptdtqdcelpschpppaapetrrstysaprtqwrfgswtpcsa 
tcgkgtrmryvscrdengsvadesacatlprpvakeecsvtpcgqwkaldwsscsvtcgqgratrqvmcvnysdhvidrsecdqdy 
ipetdqdcsmspcpqrtpdsglaqhpf qnedyrprsaspsrthvlggnqwrtgpwgacsstcaggsqrrvvvcqdengytandcve 

20 rikpdeqracesgpcpqwaygnwgectklcgggirtrlvvcqrsngerfpdlsceildkppdreqcnthacphdaawstgpwsscs 
vscgrghkqrnvycmakdgshlesdyckhlakphghrkcrggrcpkwkagawsqcsvscgrgvqqrhvgcqigthkiaretecnpy 
trpeserdcqgprcplytwraeewqectktcgegsryrkvvcvddnknevhgarcdvskrpvdrescslqpceyvwitgewsevps 
wel* 



25 
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Domain structure of ADAMTS-SI 

Signal peptide (1-18), Prodomain (19-287), Furm cleavage site (288) , 
Metalicproteinase domain (289-478) , Zinc binding motif (434-446), 
Heparin binding motif (478-482), Disintegrin domain (509-578), 
Thrombospondin motif (589-642), Spacer region (643-1014), 
Thrombospondm submotifs (1001-1053, 1056-1108, 1111-1165, 1186-1239, 
1240-1295, 1332-1383, 1386-1439,1445-1500, 1501-1554, 1559-1612) 
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ADAMTS-SI 

1630 ae 



1 CCGGAATTCC CGGGTCGACC CACGCGTCCG GCCCCCCATT CAAGAAGCCG CTCAGCTATC 
GGCCTTAAGG GCCCAGC7GG G7GCGCAGGC CGGGGGGTAA GTTCTTCGGC GAGTCGATAG 

61 CCGGCCAGCA CAGGGCGCCC GGCGCGCCTC GGAGCGCAAG TTCCTCGCCT TCTCCTGCCC 
GGCCGGTCGT GTCCCGCGGG CCGCGCGGAG CCTCGCGTTC AAGGAGCGGA AGAGGACGGG 

121 GCTCGCTGGG CATTATGCGG CCAAGCAGCC GAGCCCCAGT CCTCCTCCTC CTCCTGCTCC 
CGAGCGACCC GTAATACGCC GGTTCGTCGG CTCGGGG7CA GGAGGAGGAG GAGGACGAGG 

181 TCCGGCTCCT CCTGCGGCCC GAGCGGCTCA GCTCTCGGCA GGCGGCGGCG TTGCTCAGCC 
AGGCCGAGGA GGACGCCGGG CTCGCCGAGT CGAGAGCCGT CCGCCGCCGC AACGAGTCGG 

24 1 GAGCGCAGAC GGGACCCTCG CAGCGAGACC TCAGCGACTC CTAAAGTCAA AAGTTGGCGG 
CTCGCGTCTG CCCTGGGAGC GTCGCTCTGG AGTCGCTGAG GATTTCAGTT TTCAACCGCC 

301 CGGGCGCCGG GCTCCGCGCG CTCTCCACGG CCGCTGCCTC GCGTCGCCGC CGCAGCCAAG 
GCCCGCGGCC CGAGGCGCGC GAGAGGTGCC GGCGACGGAG CGCAGCGGCG GCGTCGGTTC 

+ 2 M Q F 

Start met 

Ko2ak consensus 

Signal peptide 

3 61 GAGGGCAGGA GGGAGGGGGG TGGGGGCAGC GGAGGGAGGG GTGGGAAGCA CCATGCAGTT 
CTCCCGTCCT CCCTCCCCCC ACCCCCGTCG CCTCCCTCCC CACCCTTCGT GGTACGTCAA 

+ 2 VSW ATLL TLL V R D LAEM GSP 

signal peptide cleavage site 

Signal peptide Prodomain 

421 TGTATCCTGG GCCACACTGC TAACGCTCCT GGTGCGGGAC CTGGCCGAGA TGGGGAGCCC 
ACATAGGACC CGGTGTGACG ATTGCGAGGA CCACGCCCTG GACCGGCTCT ACCCCTCGGG 

+ 2 DAA A A V R KDR LHP R Q V K LLE 

Prodomain 



4 61 AGACGCCGCG GCGGCCGTGC GCAAGGACAG GCTGCACCCG AGGCAAGTGA AATTATTAGA 
TCTGCGGCGC CGCCGGCACG CGTTCCTGTC CGACGTGGGC TCCGTTCACT TTAATAATCT 

+ 2 T L. S EYEI VSP I R V N A L G EPF 

Prodomain 

541 GACCCTGAGC GAATACGAAA TCGTGTCTCC CATCCGAGTG AACGCTCTCG GAGAACCCTT 
CTGGGACTCG CTTATGCTTT AGCACAGAGG GTAGGCTCAC TTGCGAGAGC CTCTTGGGAA 

+ 2 PTN VHFK RTR RSI NSAT DPW 

Prodomain 

= = = = = = = = = = = = = = = - = = = * ** = = = = = = = = "" = = =»"*" : -* = ""= = = = = =C " 

6 01 TCCCACGAAC GTCCACTTCA AAAGAACGCG ACGGAGCATT AACTCTGCCA CTGACCCCTG 



+ 2 PAF ASSS SSS 7 S £ Q A K Y RLS 

Prcdomair. 

661 GCCTGCCTTC GCCTCCTCCT CTTCCTCCTC TACCTCCTCC CAGGCGCATT ACCGCCTCTC 
CGGACGGAAG CGGAGGAGGA GAAGGAGGAG ATGGAGGAGG GTCCGCGTAA TGGCGGAGAG 

+ 2 AFG QOFL FNL TAN A G F I API 

Prodomam 

"21 TGCCTTCGGC CAGCAGTTTC TA7TTAATCT CACCGCCAAT GCCGGA7TTA 7CGCTCCAC7 
ACGGAAGCCG GTCGTCAAAG ATAAATTAGA GTGGCGGTTA CGGCCTAAAT AGCGAGGTGA 



*2 FTV TLLG TPG V N Q T K F Y SEE 

Frodomain 

781 GTTCACTGTC ACCC7CCTCG GGACGCCCGG GG7GAATCAG ACCAAG77TT A7TCCGAAGA 
CAAG7GACAG 7GGGAGGAGC CC7GCGGGCC CCACT7AGTC TGG77CAAAA TAAGGCT7C7 

*2 EAE LKHC FYK GYV NTNS EHT 

Prodomain 

841 GGAAGCGGAA CTCAAGCACT G7T7CTACAA AGGCTA7G7C AA7ACCAACT CCGAGCACAC 
CC7TCGCCTT GAG7TCGTGA CAAAGA7GTT TCCGATACAG TTATGGTTGA GGCTCGTGTG 

+ 2 AVI SLCS GML GTF RSHD GDY 
Prodomain 

901 GGCCGTCA7C AGCC7CTGCT CAGGAATGCT GGGCACATTC CGG7C7CATG A7GGGGA77A 

CCGGCAG7AG TCGGAGACGA GTCCTTACGA CCCG7GTAAG GCCAGAGTAC TACCCCTAAT 



+ 2 FIE PLQS MDE QED EEEQ NKF 
Prodomain 

961 TT77ATTGAA CCAC7ACAGT C7ATGGA7GA ACAAGAAGAT GAAGAGGAAC AAAACAAACC 

AAAATAACTT GGTGA7GTCA GA7ACCTACT TGTTCT7CTA CTTCTCCTTG 77TTG7TTGG 

+ 2 HII Y R R S A P Q REP S7GR HAC 
Prodomain 

1021 CCACA7CATT 7 A7 AGGCG CA GCGCCCCCCA G AG AG AG C C C TCAACAGGAA GGCA7GCATG 

GG7G7AGTAA A7ATCCGCGT CGCGGGGGG7 CTCTCTCGGG AG7TG7CCTT CCGTACG7AC 



+ 2 DTS EHKN RHS KDK KKTR ARK 
Prodomain 

10 81 TGACACCTCA GAACACAAAA ATAGGCACAG 7AAAGACAAG AAGAAAACCA GAGCAAGAAA 

ACTG7GGAGT CTTGTGTTTT 7ATCCG7GTC AT7TCTGTTC TTCTTTTGGT C7CGTTCTT7 



+ 2 WGE RINL AGD V A A LNSG L A 7 
Prodomain 

1141 A7GGGGAGAA AGGAT7AACC 7GGC7GGTGA CG7AGCAGCA 7TAAACAGCG GCT7AGCAAC 
TACCCCTCTT TCC7AAT7GG ACCGACCAC7 GCATCGTCGT AATT7GTCGC CGAATCGTTG 



-2 E A F S A Y G NKT DN'T REKR 7 H P 
Procoma::. 

12 01 AGAGGCAT77 TCTGCTTA7G G7AA7AAGAC GGACAACACA AG AGAAAAGA GGACCCACAG 

TCTCCGTAAA AGACGAATAC CATTATTCTG CCTGTTGTGT 7C7CTTTTCT CCTGGG7GTC 

" 2 RTK RFLS Y P ^ F V E VLVV A D N 
Furin Cleavage site 

Prcdomair. Metalloproteinase aor.air. 

1261 AAGGACAAAA CGT77777AT CC7A7CCACG G777G7AGAA G7C7TGG7GG 7GGCAGACAA 
77CC7G7777 GCAAAAAATA GGA7AGG7GC CAAACA7C7T CAGAACCACC ACCG7C7G77 

+ 2 RMV SYHG ENL Q H Y ILTL MS! 

Me tal icprot einase acmam 

13 21 CAGAA7GGT7 TCA7ACCATG GAGAAAACC7 7CAACAC7A7 A7777AACTT TAA7G7CAA7 

G7CTTACCAA AG7A7GG7AC CTCTTTTGGA AG77G7GA7A 7AAAATTGAA AT7ACAGTTA 

+ 2 VAS IYKD PSZ GNL I N I V I V N 

Metal ioproteinase domain 

13 81 7G7AGCCTC7 A7C7A7AAAG AC C CAAG7 AT TGGAAATTTA A77AATATTG TTATTG7GAA 
ACA7CGGAGA 7AGATATTTC TGGGTTCATA ACCTTTAAAT 7AA77A7AAC AATAA CACTI 

>2 L I V IHNE QDG PSI S F N A QTT 

Me t al loprot e inase comain 

1441 CTTAATTGTG ATTCATAATG AACAGGATGG GCCTTCCATA TCTTTTAATG C7CAGACAAC 
GAA77AACAC TAAGTATTAC TTGTCCTACC CGGAAGGTAT AGAAAATTAC GAGTCTGTTG 

+ 2 LKN FCQW QHS KN£ PGGI HHD 

Met al Ioproteinase domain 

15 01 ATTAAAAAAC TTTTGCCAGT GGCAGCATTC GAAGAACAGT CCAGGTGGAA TCCATCATGA 
TAA777T7TG AAAACGGTCA CCGTCGTAAG CT7CTTGTCA GGTCCACCTT AGGTAGTACT 

+ 2 TAV LLTR QDI CRA HDKC DTI 
Metalloprotemase domain 



1561 TACTGCTGTT CTCTTAACAA GA CAGGAT AT CTGCAGAGCT CACGACAAAT G7GATACCT7 
ATGACGACAA GAGAATTGTT CTGTCCTATA GACGTCTCGA GTGCTGTTTA CACTATGGAA 

+ 2 GLA ELGT ICC PYR SCSI SEE. 
Metalloprotemase domain 



16 21 AGGCCTGGCT GAACTGGGAA CCATTTGTGA 7CCCTATAGA AGCTGTTCTA TTAGTGAAGA 
TCCGGACCGA CTTGACCCTT GGTAAACACT AGGGATATCT TCGACAAGAT AATCAC77C7 



+ 2 SGI STAF Tin HEL G H V F NMP 

Zinc Binding Domain 

Mecailoprot emase domain 

16 81 TAGTGGATTG AGTACAGCTT TTACGATCGC CCATGAGCTG GGCCATGTGT TTAACATGCC 

ATCACCTAAC TCATGTCGAA AATGCTAGCG GGTACTCGAC CCGGTACACA AATTGTACGG 

^2 HDD NNKC K£E GVK SPQH V M A , 

Zinc Binding Domain 



Metalloprotemase domain 

1741 TCATGATGAC AACAACAAAT GTAAAGAAGA AGGAGTTAAG AGTCCCCAGC ATGTCATGGC 
AGTACTACTG TTGTTGTTTA CATTTCTTCT TCCTCAATTC TCAGGGGTCG TACAGTACCG 

♦ 2 PTL NFYT NPW M W £ KCSR KYI 

Heparin Binding Motif 



Metalloprotemase domain Heparin Binding Motif 

1801 TCCAACACTG AACTTCTACA CCAACCCCTG GATGTGGTCA AAGTGTAGTC G AAAAT AT AT 
AGGTTGTGAC TTGAAGATGT GGTTGGGGAC CTACACCAGT TTCACATCAG CTTTTATATA 

+ 2 TEF LDTG Y G E CLL NEPE SRF 
1861 CACTGAGTTT TTAGACACTG GTTATGGCGA GTGTTTGCTT AACGAACCTG AATCCAGACC 
GTGACTCAAA AAT CTGTGAC CAATACCGCT CACAAACGAA TTGCTTGGAC TTAGGTCTGG 

+ 2 Y P L PVQL PGI LYN VNKQ CEL 

Disintegrin domain 

1921 CTACCCTTTG CCTGTCCAAC TGC CAGGC AT CCTTTACAAC GTGAATAAAC AATGTGAATT 
GATGGGAAAC GGACAGGTTG ACGGTCCGTA GGAAATGTTG CACTTATTTG TTACACTTAA 

+ 2 1FG PGSQ VCP YMM QCRR LWC 

Disintegrin domain 

19B1 GATTTTTGGA CCAGGTTCTC AGGTGTGCCC ATATATGATG CAGTGCAGAC GGCTCTGGTG 
CTAAAAACCT GGTCCAAGAG TCCACACGGG TAT AT ACT AC GTCACGTCTG CCGAGACCAC 

-2 NKV NGVH KGC RTQ HTPW ADG 
Disintegrin domain 



2 041 CAATAACGTC AAT GG ACTA C ACAAAGGCTG CCGGACTCAG CACACACCCT GGGCCGATGG 

GTTATTGCAG TTACCTCATG TGTTTCCGAC GGCCTGAGTC GTGTGTGGGA CCCGGCTACC 

+ 2 TEC EPGK HCK YGF CVPK EMD 
Disintegrin domain 



2101 GACGGAGTGC GAGCCTGGAA AGCACTGCAA GTATGGATTT TGTGTTCCCA AAGAAATGGA 
CTGCCTCACG CTCGGACCTT TCGTGACGTT CATACCTAAA ACACAAGGGT TTCTTT AC CT 



V P V TDGS W G S W £ F FGTC S R T 
Disintecnn domain TSF1 

216 1 TGTCCCCGTG ACAGATGGAT CCTGGGGAAG TTGGAGTCCC 7TTGGAACCT GCTCCAGAAC 
ACAGGGGCAC TG7CTACC7A GGACCCCTTC AACC7CAGGG AAACCTTGGA CGAGGTCTTG 

-2 CGG GIKT AIR ECN RPEP KNG 

tsf: 

2221 atg7ggaggg ggca7caaaa cagccattcg agagtgcaac agaccagaac caaaaaatgg 
tacacctccc ccgtagtttt gtcggtaagc tctcacgttg tctggtcttg gttttttacc 

*2 GKY CVGR RMK FKS CNTE FCL 
TSP1 Spacer Region 



22 81 TGGAAAATAC TGTG7AGGAC G7AGAA7GAA ATTTAAGTCC 7GCAACACGG AGCCA7G7C7 
ACCT77TA7G ACACATCCTG CATCTTACTT TAAA77CAGG ACGTTGTGCC TCGGTACAGA 

+ 2 KQK RDFR DEC CAH FDGK HFN 

Spacer Region 

2341 CAAGCAGAAG CGAGACTTCC GAGATGAACA GTGTGCTCAC TTTGACGGGA AGCATTTTAA 
GTTCGTCTTC GCTCTGAAGG CTCTACTTGT CACACGAGTG AAACTGCCCT TCGTAAAATT 

+ 2 ING LLPN VRW VPK YSGI LMK 

Spacer Region 

2 4 01 CATCAACGGT CTGCTTCCCA ATGTGCGCTG GGTCCCTAAA TACAGTGGAA TTCTGATGAA 
GTAGTTGCCA GACGAAGGGT TACACGCGAC CCAGGGATTT A7GTCACCTT AAGACTACTT 

+ 2 DRC KLFC R V A GNT A Y Y Q LRD 

Spacer Region 



2 461 GGACCGGTGC AAGTTGTTCT GCAGAGTGGC AGGGAACACA GCCTACTATC AGCTTCGAGA 
CCTGGCCACG TTCAACAAGA CG7CTCACCG TCCCTTGTGT CGGATGATAG TCGAAGCTCT 

+ 2 RVI DGTF CGQ DTN DICV QGL 

Spacer Region 

2 521 CAGAGTGATA GATGGAACTC CTTGTGGCCA GGACACAAAT GATATCTGTG TCCAGGGCCT 
GTCTCACTAT C7ACC77GAG GAACACCGGT CCTGTGTTTA CTATAGACAC AGGTCCCGGA 

♦ 2 CRQ AGCD HVL NSK ARRD KCG 

Spacer Region 



2S81 TTGCCGGCAA GCTGGATGCG ATCATGTTTT AAACTCAAAA GCC CGG AG AG ATAAATGTGG 
AACGGCCGTT CGACCTACGC TAGTACAAAA TTTGAGTTTT CGGGCCTCTC TATTTACACC 

+ 2 VCG GDNS SCK T V A GTFN TVH 

Spacer Region 



2 6 41 GGTTTGTGGT GGCGATAATT CTTCATGCAA AACAGTGGCA GGAACATTTA ATACAGTACA 
CCAAACACCA CCGCTATTAA GAAGTACGTT TTGTCACCGT CCTTGTAAAT TATGTCATGT 



+ 2 Y G Y NTVV R I F A G A T N I D V R r 

Spacer Reg 1 or. 

17 01 TTATGGTTAC AATAC7GTGG TCCGAATTCC AGCTGGTGC7 ACCAATATTG ATGTGCGGCA 
AATACCAATG TTATGACACC AGGCTTAAGG TCGACCACGA TGGTTATAAC TACACGCCGT 

+ 2 HSF SGET DDD MYL ALSS SKG 

Spacer Regior. 

27 61 GCACAGT7TC TCAGGGGAAA CAGACGATGA CAACTACTTA GCTTTATCAA GCAGTAAAGG 
CGTGTCAAAG AGTCCCCTTT GTCTGCT ACT GT7GATGAA7 CGAAATAGTT CGTCATT7CC 

+ 2 EFL LNGN FVV TMA K R E I RIG 

Spacer Regxor. 

2 621 TGAATTCTTG CTAAATGGAA ACTTTGTTGT CACAATGGCC AAAAGGGAAA TTCGCATTGG 

ACTTAAGAAC GAT7TACC7T TGAAACAACA GTGT7ACCGG TTTTCCC7TT AAGCG7AACC 

/H *2NAVVEYSGSE7AVERINS7r 

Spacer Region 

2S81 GAA7GCTGTG GTAGAGTACA GTGGGTCCGA GACTGCCGTA GAAAGAATTA ACTCAACAGA 
¥^ CTTACGACAC CATCTGATGT CACCCAGGCT CTGACGGCAT CTT7CTTAAT TGAGTTGTC7 

s + 2 RIE QELL L Q V L£V GKLY N P E 
Spacer Region 

Q 2 94 1 TCGCATTGAG CAAGAACTTT TGCTT CAGGT T7TGTCGGTG GGAAAGTTGT ACAACCCCGA 

f>ff AGCG7AACTC GTTCTTGAAA ACGAAG7CCA AAACAGCCAC CCTTTCAACA 7GTTGGGGC7 

ST a! 5 

+ 2 VRY SFNI PIE DKP QQFY WNS 
Spacer Region 

3 0 01 TGTACGCTAT TCTTTCAATA TTCCAAT7GA AGA7AAACCT CAGCAGTTTT ACTGGAACAG 

ACATGCGATA AGAAAG77AT AAGGTTAACT TCTATTTGGA GTCG7CAAAA TGACCTTGTC 

+ 2 HGP WQAC SKP CQG ERKR KLV 
Spacer Region 

3 061 7CATGGGCCA TGG CAAGCAT GCAG7AAACC C7GCCAAGGG GAACGGAAAC GAAAAC7TGT 

AGTACCCGGT ACCGTTCGTA CGTCATTTGG GACGGTTCCC CTTGCCTTTG CTTTTGAACA 

+ 2 CTR ESDQ LTV SDQ RCDR L F C 
Spacer Region 

3121 TTGCACCAGG GAATCTGATC AGCTTACTGT TTCTGATCAA AGATGCGATC GGCTGCCCCA 

AACGTGGTCC CTT AG ACT AG TCGAATGACA AAGACTAGTT TCTACGCTAG CCGACGGGGT 



+ 2 PGH ITEP CGT DCD LRWH V A S 
Spacer Region 

3181 GCCTGGACAC ATTACTGAAC CCTGTGGTAC AGACTGTGAC CTGAGG7GGC ATGTTGCCAG 

CGGACC7GTG 7AA7GACTTG GGACACCATG TCTGACACTG GACTCCACCG 7ACAACGGTC 



+ 2 R S Z C S A Q CGL G Y R TLDI Y r A 
Spacer Region 



3 24 1 CAGGAGTGAA TG7AGTGCCC AGTGTGGCTT GGGTTACGGC ACATTGGACA TCTACTGTGC 
GTCGTCAGTT £CATCACGGG TCACACCGAA CCCAATGGCG TGTAACCTGT AGATGACACG 

+ 2 KYS RLDG KTE K V D DGFC SSH 
Spacer Region 

3 3 01 GAAATATAGC AGGGTGGATG GGAAGACTGA GAAGGTTGAT GATGGTTTTT GCAGCAGCCA 

G7T7ATATCG TCGGACCTAC CCTTCTGACT CTTCCAACTA CTACCAAAAA CGTCG7CGG1 

+ 2 PK? SNRE KCS GEC N7GG WRY 
Spacer Region 

33 61 TCCCAAACCA AGCAACCGTG AAAAATGCTC AGGGGAATGT AACACGGGTG GCTGGCGCTA 

AGGGTTTGGT TCGTTGGCAC TTTTTACGAG TCCGCTTACA TTGTGCCCAC CGACCGCGAT 

+ 2 SAW TECS KSC DGG TQRR RAI 
Spacer Region TSF2 

34 21 TTCTGCCTGG ACT GAATGTT CAAAAAGCTG TGACGGTGGG ACCCAGAGGA GAAGGGCTAT 

AAGACGGACC TGACTTACAA GTTTTTCGAC ACTGCCACCC TGGGTCTCCT CTTCCCGATA 

+ 2 CVN TRND VLD DSK CTHQ E K V 

TSF2 



34 81 TTGTGTCAAT ACCCGAAATG ATGTACTGGA TGACAGCAAA TGCACACATC AAGAGAAAGT 
AACACAGTTA TGGGCTTTAC TACATGACCT ACTGTCGTTT ACGTGTGTAG TTCTCTTTCA 



+ 2 T I Q RCSE FPC 
TSP2 

3S41 TACCATTCAG AGGTGCAGTG AGTTCCCTTG 

ATGGTAAGTC TCCACGTCAC TCAAGGGAAC 



PQW KSGD WSE 

TSP3 

TCCACAGTGG AAAT CTGGAG ACTGGTCAGA 
AGGTGTCACC TTTAGACCTC TGACCAGTCT 



+ 2 CLV TCGK GHK HRQ VWCQ FGE 

TSP3 

3 6 01 GTGCTTGGTC ACCTGTGGAA AAGGG CAT AA GCACCGCCAG GTCTGGTGTC AGTTTGG TG A 
CACGAACCAG TGGACACCTT TTCCCGTATT CGTGGCGGTC CAGACCACAG TCAAACCACT 



+ 2 DRL NDRM CDF ETK PTSM QTC 
TSP3 



3 6 61 AGATCGATTA AATGATAGAA TGTGTGACCC TGAGACCAAG CCAACATCTA TGCAGACTTG 
TCTAGCTAAT TTACTATCTT ACACACT GGG ACTCTGGTTC GGTTGTAGAT ACGTCTGAAC 



♦ 2 Q Q F ECAS W Q A GPW GQCS VTC 

TSP3 TSP4 

3 721 TCAGCAGCCG GAATGTGCAT CCTGGCAGGC GGGTCCCTGG GGACAGTGCA GTGTCACTTG 

AGTCGTCGGC CTTACACGTA GGACCGTCCG CCCAGGGACC CCTGTCACGT CACAGTGAAC 



GQG Y 0 ~ ^ A V K c : : G T Y M S V V 



TSP4 



3 "SI TGGACAGGGA 7ACCAGCTAA GAGCAG7GAA AT G CATC ATT GGGACTTATA TGTCAGTGG7 
ACCTGTCCCT ATGGTCGATT CTCGTCACTT TACGTAGTAA CCCTGAATA7 ACAGTCACCA 

- I DDN DCNA ATR PTC TQDC EL? 
TSP4 

3 64 1 AGATGACAAT GACTGTAATG CAGCAACTAG ACCAACTGAT ACCCAGGACT GTGAATTACC 
TCTACTGTTA CTGACATTAC GTCGTTGA7C TGGTTGACTA TGGG7CCTGA CACTTAATGG 

+ 2 SCH PPPA APE TRR S T Y S APR 
TSF4 

3 901 ATCATGTCAT CCTCCCCCAG CTGCCCCGGA AACGAGGAGA AGCACATACA GTGCACCAAG 

TAGTACAGTA GGAGGGGGTC GACGGGGCCT TTGCTCCTCT TCGTGTATGT CACGTGGTTC 

+ 2 TOW RFGS WTP CSA TCGK GTR 

TSP5 



5 -S 3 961 AACCCAGTGG CGATTTGGGT CTTGGACCCC ATGCTCAGCC ACTTGTGGGA AAGGTACCCG 

*fc TTGGGTCACC GCTAAACCCA GAACCTGGGG TACGAGTCGG TGAACACCCT TTCCATGGGC 

+2 M R Y VSCR DEN G S V ADES ACA 

M 4 021 GATGAGATAC GTCAGCTGCC GAGATGAGAA TGGCTCTGTG GCTGACGAGA GTGCCTGTGC 

Q CTACTCTATG CAGTCGACGG CTCTACTCTT ACCGAGACAC CGACTGCTCT CACGGACACG 

Q + 2TLPRPVAKEECSVTPCGQWK 
TSP5 TSP6 

4 0 81 TACCCTGCCT AGACCAGTGG CAAAGGAAGA ATGTTCTGTG ACACCCTGTG GGCAATGGAA 
ATGGGACGGA TCTGGTCACC GTTTCCTTCT TACAAGACAC TGTGGGACAC CCGTTACCTT 

+ 2 A L D WSSC SVT CGQ GRAT R Q V 

TSP€ 

4 141 GGCCTTGGAC TGGAGCTCTT GCTCTGTGAC CTGTGGGCAA GGTAGGGCAA CCCGGCAAGT 
CCGGAACCTG ACCTCGAGAA CGAGACACTG GACACCCGTT CCATCCCGTT GGGCCGTTCA 

+ 2 MCV M Y S D HVI DRS ECDQ DYI 
TSP€ 

4 2 01 GATGTGTGTC AACTACAGTG ACCACGTGAT CGATCGGAGT GAGTGTGACC AGGATTATAT 
CTACACACAG TTGATGTCAC TGGTGCACTA GCTAGCCTCA CTCACACTGG TCCTAATATA 

+ 2 PET DQDC SMS PCP QRTP DSG 
TSP6 

42 61 CCCAGAAACT GACCAGGACT GTTCCATGTC ACCATGCCCT CAAAGGACCC CAGACAGTGG 
GGGTCTTTGA CTGGTCCTGA CAAGGTACAG TGGTACGGGA GTTTCCTGGG GTCTGTCACC 



♦ 2 LAO HFFQ NED Y R F R£A£ P S F 
43 2 1 CTTAGCTCAG CACCCCTTCC AAAA7GAGGA CTATCGTCCC CGGAGCGCCA GCCCCAGCCC 
GAATCGAG7C GTGGGGAAGG TTTTACTCCT GATAGCAGGG GCCTCGCGGT CGGGGTCGGC 



-2 T H V LGGN QWR TGP WGAC SST 

TSF~ 

4 3 61 CACCCATGTG CTCGGTGGAA ACCAGTGGAG AACTGGCCCC TGGGGAGCAT GTTCCAGTAC 
GTGGG7ACAC GAGCCACC7T TGG7CACCTC TTGACCGGGG ACCCCTCGTA CAAGGTCATG 

+ 2 CAG GSOR RVV VCQ DENG Y T A 

TSP" 

4 441 C7GTGCTGGC GGATCCCAGC GGCGTGTTGT TGTATGTCAG GATGAAAATG GATACACCGC 
GACACGACCG CCTAGGGTCG CCGCACAACA ACATACAGTC CTACTTTTAC CTATGTGGCG 

+ 2 NDC VERI KPD EQR ACES GPC 
TSP" 

4 5 01 AAACGACTGT GTGGAGAGAA TAAAACCTGA TGAGCAAAGA GCCTGTGAAT CCGGCCCT7G 
TTTGCTGACA CACCTCTCTT ATTTTGGACT ACT C GTTT CT CGGACACTTA GGCCGGGAAC 

+ 2 PQW AYGN WGE CTK LCGG GIR 
TSP"? T S?S 

4S61 TCCTCAGTGG GCTTATGGCA ACTGGGGAGA GTGCACTAAG CTGTGTGGTG GAGGCATAAG 
AGGAGTCACC CGAATACCGT TGACCCCTCT CACGTGATTC GACACACCAC CTCCGTATTC 

+ 2 TRL VVCQ RSN GER FPDL SCE 

TSP8 

4 €21 AACAAGACTG GTGGTCTGTC AGCGGTCCAA CGGTGAACGG TTTCCAGATT TGAGCTGTGA 

TTGTTCTGAC CACCAGACAG TCGCCAGGTT GCCACTTGCC AAAGG T CT AA ACTCGACACT 

+ 2 ILD KPPD R E Q CNT HACP HDA 
TSP8 

4G81 AATTCTTGAT AAACCTCCCG ATCGTGAGCA GTGTAACACA CATGCTTGTC CACACGACGC 

TTAAGAACTA TTTGGAGGGC TAGCACTCGT CACATTGTGT GTACGAACAG GTGTGCTGCG 

+ 2 AWS T. GPW SSC SVS CGRG HKQ 

TSPS 

4 741 TGCATGGAGT ACTGGCCCTT GGAGCTCGTG TTCTGTCTCT TGTGGTCGAG GG CAT AAACA 
ACGTACCTCA TGACCGGGAA CCTCGAGCAC AAGACAGAGA ACACCAGCTC CCGTATTTGT 

+ 2 RNV YCMA KDG SHL ESDY CKH 

TSP9 

4 8 01 ACGAAATGTT TACTGCATGG CAAAAGATGG AAGCCATTTA GAAAGTGATT ACTGTAAGCA 

TGCTTTACAA ATGACGTACC GTTTTCTACC TTCGGTAAAT CTTTCACTAA TGACATTCGT 

*2 LAK PHGH R K C RGG RCPK WKA 
TSP9 TSP1C 



4 861 CCTGGCTAAG CCACATGGGC ACAGAAAGTG CCGAGGAGGA AGATGCCCCA AATGGAAAGC 
GGACCGATTC GGTGTACCCG TGTCTTTCAC GGCTCCTCCT TCTACGGGGT TTACCTTTCG 

+ 2 GAW SQCS VSC GRG V Q Q R H V G 

TSP1C 

4 921 TGGCGCTTGG AGTCAGTGCT CTGTGTCCTG TGGCCGAGGC GTACAGCAGA GGCATG7GGG 
ACCGCGAACC TCAGTCACGA GACACAGGAC ACCGGCTCCG CATGTCGTCT CCGTACACCC 

+ 2 C C I GTHK I A K £ 7 E CNPY 7 R ? 
7SP1G 

4 9 81 CTGTCAGATC GGAACACACA AAATAGCCAG AGAGACCGAG TGCAACCCAT ACACCAGACC 

GACAGTCXAG CC77G7G7GT TTTATCGGTC TC7CTGGC7C ACG77GGG7A TG7GGTCTGG 

+ 2 ESE RDCQ GPR CPL YTWR A E E 
TSP1C TSP11 

5 041 GGAGTCGGAA CGCGACTGCC AAGGCCCACG GTGTCCCCTC TACACTTGGA GGGCAGAGGA 

CCTCAGCCTT GCGCTGACGG TTCCGGGTGC CACAGGGGAG ATGTGAACCT CCCGTCTCCT 

+ 2 WQE CTKT CGE GSR YRKV VCV 

TSP11 

S101 ATGGCAAGAA TGCACCAAGA CCTGCGGCGA AGGCTCCAGG TACCGCAAGG TGGTGTGTGT 
TACCGTTCTT ACGTGGTTCT GGACGCCGCT 7CCGAGG7CC ATGGCGTTCC ACCACACACA 

+ 2 DDN KNEV HGA RCD VSKR PVC 
TSP11 

5161 GGATGACAAC AAAAACGAGG TGCATGGGGC ACGCTGTGAC GTGAGCAAGC GGCCGGTGGA 

CCTACTGTTG TTTTTGCTCC ACGTACCCCG TGCGACACTG CACTCGTTCG CCGGCCACC1 

+ 2 RES CSLQ PCE YVW ITGE WSE 
TSP11 



52 21 CCGTGAAAGC TGTAGTTTGC AACCCTGCGA GTATGTCTGG ATCACAGGAG AATGGTCAGA 
GGCACTTTCG ACATCAAACG TTGGGACGCT CATACAGACC TAGTGTCCTC TTACCAGTCT 

♦ 2 VPS WEL* 

• Termination codon 

5 2B1 GGTACCGTCC TGGGAACTGT AACCATCGTC AGC7CAGCCA TGGCCTGAGA GTGGCAGAGG 
CCATGGCAGG ACCCTTGACA TTGGTAGCAG TCGAGTCGGT ACCGGACTCT CACCGTCTCC 

5 341 GATGAGTGGA GGGATGAGTG CAGGAA7G7G GGAGACTTGA GGCTACCCGC CCGATTTGCC 
CTACTCACCT CCC7ACTCAC GTCCTTACAC CCTCTGAACT CCGATGGGCG GGCTAAACGG 

54 01 ACTGTGAACT GTGTGTTTTC TGACAAGTCC TCAGCTTTCC CAAGCTAGAA TTCCTTGTAT 
TGACACTTGA CACACAAAAG ACTGTTCAGG AGTCGAAAGG GTTCGATCTT AAGGAACATA 



54 61 GCAAAGCGGG AGAGATG7AA GAGATGGTCT CTAAG7CCCT TCAGGTCTAC ATTCTGTGAT 
CGTTTCGCCC TCTCTACATT CTCTACCAGA GATTCAGGGA AGTCCAGATG TAAGACACTA 



5 5 21 7CACC77GA7 GTCCTATTGG CA7AAAGAAG AAA77A77AC AGGGGC7GCA AACTCA7AGG 
AG7GGAAC7A CAGGA7AACC G7A7T7C77C 777AA7AA7G TCCCCGACGT TTGAGTATCT 

5 5 SI ATGCTGTGAG GTGCCTGAAG ACAG77AAG7 ATAAGAAAA7 ATTGTAGTGC CAGGGATACA 
7ACGACAC7C CACGGACTTC 7G7CAA77CA TATTCTTTTA 7AACA7CACG GTCCCTATGT 

S641 ACAAGGAGAG A7GGCAACTG TGACAAACTA GCACATGCTG 7G7GAAGGGA GCAGAA7C7C 
TG7TCC7C7C 7ACCGTTGAC ACTGTTTGAT CGTGTACGAC ACACT7CCCT CG7C77AGAG 

5701 777CAC7CCA GCTGTGGCCA TGCAGAAA7G TGGTC7AGCG 77ACCAGACC TGA7T777CA 
AAAG7GAGGT CGACACCGGT ACG7CT7TAC ACCAGA7CGC AA7GGTCTGG AC7AAAAAG" 

5 761 AGAGAGGC7A AAAATCTGGA C7AG7A7G7G AGA7T7CC7A AC77GAAAAT GGGGGC7GAA 
7C7C7CCGAT 7777AGACCT GA7CA7ACAC 7C7AAAGGAT 7GAACTTTTA CCCCCGAC77 

5 821 A77777GG7T T7AAAACA7T G7AAGGGGCA AACAAACCCC 777 CA7GAAC CAGA7G7G77 
7AAAAACCAA AA7777G7AA CA77CCCCG7 77G77TGGGG AAAG7 ACTTG G7C7ACACAA 

5 8 81 G7GCC7G777 AACAAACAGC 77CAGAGGAA GAAAA7AA77 77C7A7AATA 7CCGAAG7A7. 

CACGGACAAA 77GT77G7CG AAGTCTCC7T CT7T7A77AA AAGATA7TAT AGGCT7 CA 7 A 

5 941 C7CAAG7ACC A777777CAT A7A7CT7CCT G7GCACAA7G C7TA7C7AGA CCC77777AA 

GAG77CA7GG 7AAAAAAG7A 7A7AGAAGGA CACG7GT7AC GAA7AGATCT GGGAAAAA77 

PolyA Site 

6 0 01 7GG7AATAAA CCAG7AGTAA TCA7 

ACCA77A777 GGTCATCATT AG7A 
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Figure 6 
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— ADAMTS-SI 



Lane 1 His Ladder (Qiagen) 

Lane 2 Empty well 

Lane 3 Total lysate 

Lane 4 Unbound material 

Lane 5 Wash material 

Lane 6 50 mM Imidazole Eluate 

Lane 7 100 mM Imidazole Eluate 

Lane 8 250 mM Imidazole Eluate 

Lane 9 2nd 250 mM Imidazole Eluate 

Lane 10 Ni-NTA resin 
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Unprocessed (180 kDa) 
Processed (147 kDa) 




191 kDa 



FIG. 8 

A 



B 




Lane 12 3 12 

Western Blot analysis of ADAMTS-4 and ADAMTS-SI cleavage of aggrecanase 
substrate. A, lane 1 = uncleaved substrate, lane 2 = ADAMTS-4, lane 3 = ADAMTS-4 + 
1 uM compound I. B, lane 1 = ADAMTS-SI and lane 2 = ADAMTS-SI + 1 uM 
compound I. 



